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   本论文对两株分离自特殊生境的有TNF-α拮抗活性的真菌及一株放线菌的次级
代谢产物进行了研究，共分离鉴定了32个化合物，其中5个为新化合物。




























   本论文的研究结果表明：海洋微生物蕴藏着丰富的次级代谢产物资源，能够产
生结构新颖、具有潜在生物活性的化合物；从天然产物中寻找TNF-α的小分子抑制
剂是可行的。















         
         
Tumor necrosis factor-α&not;(TNF-α) is a proinflammatory cytokine produced by
macrophages and neutrophils , it plays an important role in diverse cellular events
such as inflammation, tumorigenesis, cell death and differentiation. Appropriate
amount of TNF-α-mediates protective immune reaction for the host, but
overpressed of TNF-α is involved in systemic inflammation and many other acute
phase reactions, so blocking the effect of TNF-α has been proved efficient for
treating these diseases.
Bioactive natural products are main resource for discovering new drugs. Many
important clinical medicines are microbial secondary metabolites. Microorganisms
isolated from special living environment, such as deep-sea, polar region, saline
and endophytic fungi, et al, can produce numerous metabolites with novel and
varied skeletons or with unique bioactivities. In this study, the secondary
metabolites of two fungi and one actinomycete with anti- TNF-α activity were
investigated. Thirty- two compounds were isolated and elucidated from these
three strains, including five new compounds.
  The secondary metabolites of the strain spergillus sp. AF044 with agar medium
solid were studied. Thirteen compounds were isolated, including seven
alkaloids(af7,af-8-8′,af1023,af1013,af1024,af-8-8,af1210a), four formic acids
(af1,af8,af-91,af1023a)and two lactones (af23e,af422c3), three new compounds
(af7,af1024,af1210a) were obtained.
  The secondary metabolites of the strain Micromonospora sp. FXY256A with
agar medium solid  were studied.Four compounds were isolated, including two
Furan ketones(XY-1-3-1,F-4-4′), one lactam(XY-3), one cinnamic acid(XY-2).
  The secondary metabolites of the strain Botryosphaeria sp. NXG-06 with agar
medium solid  were studied. Fifteen compounds were isolated, including one













two ketones(M5-4-1d,N-2-7), two diketopiperazines(M6′-1,N8), four cyclic
dipeptides (N-2-1,N-2-6b,A-3a-1,A-1-2c-3) and one hydrocarbon(m12-1). af11
and m12-1 were new ones.
  Compound N-2-1 exhibited moderate TNF-αinhibitory activity in L929 cells
pretreatment with TNF-α
  Our results indicated that marine actinomycetes an specific habitats fungi can
produce novel metabolites. Exploring small-molecule inhibitors from the
secondary metabolites of microorganisms is feasible.
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